Synthesis of thiobarbituric acids by the reaction of 1,3-disubstituted thioureas and malonic acid in acetyl chlorideacetic acid medium and synthesis of cyclized pyrimidin-7-one by the interaction of 1-(2-hydroxyethyl)-aryl thioureas, with malonic acid in p-tolyl sulphonic acid and acetyl chloride-acetic acid medium at room temperature stirring has been reported. The present protocol is highly eco-friendly alternative to existing methods, reduces the excess use of acetyl chloride and purity of all synthesized molecules checked with the help of reverse phase high performance liquid chromatography with photo diode array (PDA) detection at 254 nm with spectral characterization by 1H, 13C NMR, and MS spectra.
Introduction
Currently, developments of synthetic methodology have great challenge for organic chemists because active methylene group containing compounds are versatile organic precursors with exceptional chemical reactivity. Organic solvent is play a significant role for the synthesis of such active molecule but utilization of huge amount of organic solvents have adverse effect on human health and environment due to emission of volatile organic compounds (VOCs) [1] . Environmental impact for the use of organic solvents in synthesis can be minimizing by replacing non-hazardous solvents [2, 3] . In this regard, use of unsafe solvents in synthesis can represent an issue of health and environmental hazards, hence safer solvent is good alternative for synthesis of organic compound. Therefore, safe synthetic methods under the principle of green chemistry [4, 5, 6, 7] have been used for organic synthesis. The inexpensive, non-hazardous and efficient synthetic approach in recent time is constantly challenged by expanding environmental concern [8] , use of natural fruits, vegetables juice [9] also attracting to research groups. Such materials are examples of biocatalyst and carried out organic reactions like preparation of amides [10] , triazole [11] , Knoevenagel condensation [12] , Biginelli reaction [13] etc.
TBAs have gained considerable attention and their biological scaffold such as antimicrobial, antitubercular [14, 15] , antifungal [16] , antitumor [17] , antidiabetic and antibacterial activities [18] . TBAs are good building block to be use in varied organic transformations as precursor [19, 20, 21, 22] . Hence, large number of efforts are being made to find out new routes and methodologies for the synthesis of TBAs [23, 24] . In earlier literature, synthesis of thiobarbituric acids by the reaction of malonic ester with urea in sodium alkoxide [25] , malonic acid with thoiureas in Amberlyst-15 [26] , acetyl chloride [27, 28, 29, 30, 31, 32] , POCl 3 [32] , malonates with thiourea in potassium tert-butoxide [33] and methyl malonyl chloride with thiourea in dry 1,2-dichloroethane [34] have been reported. Therefore, higher temperature, long reaction time and excessive use of organic solvent has major drawback of the reactions protocol. We wish to report herein very simple, highly expedient, modified and efficient technique for the synthesis of thiobarbituric acids by the reaction of 1,3-disubstituted thioureas and malonic acid with 1:2 proportion of acetyl chloride-acetic acid medium (Schemes 1 and 2).
Material and methods

General method
Melting points were taken in open capillary tubes and are uncorrected. Purity of all newly synthesized compounds checked by HPLC technique using Dionex Ultimate 3000 with PDA detection in reverse phase column phenyl 5 μm, 150 Â 4.6 mm, at 254 nm. 1 H (400 MHz) NMR spectra were recorded on a Bruker Advance-II 400 spectrometer from CDCl 3 solution with TMS as an internal reference. Chemical shift are recorded as ppm on the δ scale and multiplicities are described as s (singlet), d (doublet), dd (doublet of doublet), ddd (doublet of doublet of doublet), t (triplet), td (triplet of doublet) and q (quar1tet). The MS (ESI) spectra were recorded using Agilent 6890 gas chromatograph coupled with to an Agilent MSD 5973N quadrupole mass spectrometer. Thin layer chromatography (TLC) was performed with E. Merck pre-coated TLC aluminium silica Gel 60 F 254, and spot were located with ultraviolet (UV) light.
Experimental method
Synthesis of 3-phenyl-2-thioxo-1-o-tolyl-dihydropyrimidine-4,6(1H, 5H)-dione (3a) was synthesized by the interaction of 1-phenyl-3-o-tolyl thiourea (1a, 10 mmol) with malonic acid (2, 10 mmol), acetyl chlorideacetic acid (20:40 mmol). The reaction mixture was stirred for 2.5 h and progress of reaction was monitored by TLC. After completion of reaction, mixture was filtered, washed with water. Purity of all newly synthesized compounds checked with the help of HPLC technique using solvent system acetonitrile-water (4:1) and single peak has been obtained in chromatogram hence compound is in pure form. 
Yellow solid; mp 166-168 C. 1-p-Chlorophenyl-2-thioxo-3-ethyl-dihydropyrimidine-4,6(1H,5H) Synthesis of 5-thioxo-6-p-tolyl-2,3,5,6-tetrahydrooxazolo [3,2-f] pyrimidin-7-one was synthesized by the reaction of 1-(2-hydroxyethyl)-p-tolyl thiourea (1v, 10 mmol) with malonic acid (2, 10 mmol), in presence of PTSA (10 mmol) and acetyl chloride-acetic acid (20:40 mmol). The reaction mixture was stirred for 3h and progress of reaction was monitored by TLC. After completion of reaction, mixture was filtered, washed with water. The product was further purified by recrystallization in aqueous ethanol. Purity of all newly synthesized compounds checked with the help of HPLC technique using solvent system acetonitrile-water (4:1) and single peak has been obtained in chromatogram hence compound is in pure form. Yellow solid; mp 160 C. 
Supporting information
1 H, 13 C NMR and MS spectra of all synthesized compounds is provided in supplementary file.
Results and discussion
Initially, the reaction of 1-o-tolyl-3-phenyl thiourea 1a and malonic acid 2, was screened in varying molar proportion of acetyl chloride at room temperature stirring (Table 1) . In order to investigate the role of acetyl chloride in presence or absence of solvent on C-N coupling reaction was executed. First we have carried out the reaction without acetyl chloride and solvent, no reaction in progress (Table 1, entry 1) . We attempted the same reaction with acetyl chloride (10 mmol) without solvent for comparison, we realized that 20% amount of product was obtained (Table 1 , entry 2). When we optimized same reaction with increased the molar proportion of acetyl chloride (20 mmol) with solvent free condition which offered 32% of product (Table 1, entry 3) . Hence we have found that, the dominating role of acetyl chloride on C-N coupling pathways because in situ malonyl chloride as an intermediate was obtained.
Thus, encouraged the result of acetyl chloride, we focused on the optimization to increase the yield of 3a. We optimized the reaction conditions with preset proportion of acetyl chloride (20 mmol) with different solvents like C 6 H 6 , CHCl 3 , C 2 H 5 OH, DMF, DMSO and CH 3 COOH (20 mmol), 42-75% yields were obtained but did not put any remarkable results even stretching reaction time (Table 1, entry 4-9) . Upon screening for the appropriate solvent, we found to give relatively good outcome in acetic acid medium (Table 1, entry 10-11) . The finest result was achieved in presence of acetyl chloride and acetic acid (20:40 mmol) ( Table 1 , entry 12). Acetic acid as solvent which play a significant role on the C-N coupling reaction because acetyl chloride was react faster in presence of acetic acid medium. Hence, acetic acid is good initiator on an account of completion of reaction.
Therefore we have chosen the proportion of acetyl chloride and acetic acid (20:40 mmol) for rest of the reactions and finally synthesized various TBAs without affecting any functional group. The structure of 3a is confirmed by spectral, analytical data and further supported by mechanistic pathway as shown in Fig. 1 .
In next cyclization, by the reaction of 1-(2-hydroxyethyl)-3-p-tolyl thiourea 1v and malonic acid 2 was screened with molar proportion of acetyl chloride-acetic acid in presence of PTSA (10 mmol) at room temperature stirring as shown in Table 2 .
In previous reactions, acetyl chloride-acetic acid is played a vital role but in cyclization, no reaction has been carried out without catalyst ( Table 2, entry 1-3) . The various types of catalysts like HCl, H 2 SO 4 , Amberlyst-15 and 35 (10 mmol) were used for the comparison but did not give any progressive outcome on screening the cyclization reaction ( Table 2 , entry 4-7). When same reaction was carried out in presence of PTSA (10 mmol), which afforded the desired product with good yield (Table 2, entry 8) rather than changing the proportion of PTSA (Table 2 , entry 9-11). The structure of 3v is confirmed by spectral and analytical data. Therefore, we followed the same pathway for rest of the cyclization reactions and results are shown in Fig. 2 .
The progress of reaction was monitored by TLC using appropriate eluent. Purity of all newly synthesized products (3a-y) checked by reverse phase high performance liquid chromatography with PDA detection at 254 nm and method has been developed skillfully using acetonitrile and water (4:1).
Conclusion
This is the first report of a simple, inexpensive and efficient synthesis of unsymmetric TBA by the interaction of unsymmetrical 1,3-disubstituted thioureas with malonic acid and acetyl chloride in acetic acid medium at room temperature. We have also first time reporting, reaction of 1-(2-hydroxyethyl)-3-aryl thioureas and malonic acid with molar proportion of acetyl chloride-acetic acid on room temperature stirring in presence of PTSA. We believe that, the present protocol provides the simple, high yielding, advantageous and commercially available for synthesis of variety of TBAs and their cyclized products. Funding statement
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